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This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

Claim 1 (Withdrawn) A peptide of formula I 

N1DFYHSKRRLIFN2 (formula I) (SEQ ID No. 4) 
Comprising the motif XLXf, 

Wherein Ni and N2 are independently a natural or non-natural amino acid or nothing; 
or the peptide of formula 1 having up to 8 amino acid residues deleted from the N- 
terminal end; and variants thereof wherein at least one amino acid residue is replaced by 
an alternative natural or non-natural replacement amino acid residue, with the proviso 
thai the motif XLXF is retained, wherein X refers 10 any natural or unnatural amino acid- 



Cfeim 2 (Withdrawn) A peptide according to claim 1, wherein M j and N 2 are 
independently selected from the polar residues C, N, Q, S, T and Y. 

Claim 3 (Withdrawn) A peptide according to claim 2, wherein Ni is a natural or 
unnatural amino acid. 

Claim 4 (Withdrawn) A peptide according to claim 3, wherein the Nj is threonine. 

Claim 5 (Withdrawn) A peptide according to claim 2, wherein N2 is a natural or 
unnatural amino acid. 

Claim 6 (Withdrawn) a peptide according to claim 3 3 wherein N2 is serine. 
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daim 7 (Withdrawn) A peptide according to claim 1 B wherein up to 6 amino acid 
residues are deleted from the N-tenninal end of the peptide of formula L 

g Q }m g (Withdrawn) A peptide according to claim 7, wherein from 3-5 amino acid 
residues are deleted from the N-terminal end of the peptide of formula I. 

Claim 9 (Withdrawn) A peptide according to claim 8, wherein 4 amino acid residues are 
deleted from the N-terminal end of the peptide of formula I. 

Claim 10 (Withdrawn) A peptide according to any of claims 7 7 wherein N2 is a natural 
or unnatural amino acid. 

qaimii (Withdrawn) A peptide according to claim 10 t wherein N2 is serine. 

Claim 12 (Withdrawn) A peptide according to claim 1, wherein 7 or 8 amino acid 
residues are deleted from the N-terminal end of the peptide of formula I. 

Cfeim 13 (Withdrawn) A peptide of formula 

PFYHSKRRLIF (SEQ ID No. 1) 

comprising the motif XLXF, 
or such a peptide 

(i) bearing a further amino acid residue at either end; and, 

(ii) having up to 7 amino acid residues deleted from the N-terminal end; 

and variants thereof wherein at least one amino acid residue is replaced by an aiternauve 
natural or unnatural replacement amino acid residue, with the proviso that the motif 
XLXF is retained, wherein the peptide of SEQ ID No. 1 is modified by at least one of; 
deletion, addition or substitution of one or more amino acid residues, or by substitution of 
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one or more natural amino acid residues by the corresponding D-steromer or by a non- 
natural amino acid residue, chemical derivatives of the peptides, cyclic peptides derived 
from the peptides or from the peptide derivatives, dual peptides, multimers of the 
peptides and any of said peptides in the D-stereomer form, or the oTder of the final two 
residues at the C-terminal end are reversed. 

Claim 14 (Withdrawn) A variant according to claim 1 3, wherein the serine residue 
corresponding to p21(l53Ser)., is replaced by an alanine residue. 



Claim 15 (Withdrawn) A peptide according to claim 13, selected from; 


DFYHSKRRLIFS 


(SEQ ID No. 4) 


TDFYHSKRRUF, 


(SEQ ID No. 5) 


AFYHSKRRLIFS, 


(SEQ ID No. 6) 


DA YHSKRRUFS, 


(SEQ ID No. 7) 


PFAHSKRRLlf S, 


(SEQ ID No. 8) 


DF YASKRRLIFS, 


(SEQlDNo.9) 


DF YHaKRRJ-IFS, 


(SEQ ID No. 10) 


PFYHSARRLIFS, 


(SEQ ID No. 11) 


DfYHSKRALlFS, 


(SEQ ID No. 12) 


PFYHSKRRLAFS, 


(SEQ ID No. 13) 


DFYHSKRRUFA, 


(SEQ ID No. 14) 


FYHSK.RRLIFS, 


(SEQIDNo.15) 


YHSKRRUFS, 


(SEQ ID No. 16) 


HSKRRLIFS, 


(SEQ ID No. 17) 


DFYHSKRRL1F, 


(SEQ ID No. 18) 


F YHSKRRUF 


(SEQ ID No. 19) 


YHSKRRUF 


(SEQ ID No. 20) 


HSKRRLIF, 


(SEQ ID No. 21) 


SKRRLiF, 


(SEQ ID No. 22) 


KRRLIF, 


(SEQ ID No. 23) 
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H- 


Arg- 


Uu- 


lle- 


Pbe 


-NH2 










(SEQ ID NO. IPt) 


H- 


Arg- 


Arg- 


Uu- 


Ilc- 


Phe 


-NH2 










H- 


Lys- 


Arg- 


Arg- 


l-CU- 


lle- 


Phe 


-KH2 






(SEQTDNo.26) 


H- 


Ala- 


Lys- 


Arg- 


Arg- 


Utt- 


lie- 


Phe 


-NH2 




(SEQlDNo. 27) 


H- 


His^ 


Ala- 


Lys- 


Arg- 


Arg- 


Lcu- 


lie- 


Phe 


-NH2 


(SEQlDNo. 28) 


H- 


Asn- 


Ltfu- 


Phe- 


Gly 


-NH2 










(S£Q ID No 29) 


H- 


Arg- 


Asu- 


Leu- 


Ph^ 


Gly 


-NH2 








(SEQlDNo. 30) 


H- 


Abu- 


Arg- 


Asn- 


Leu- 


Phe- 


Gly 


-NH2 






(SEQlDNo. 31) 


H- 


Ala- 


Abu- 


Arg- 


Asn- 


Uu- 


phe- 


G}y 


-NH2 


And 


(SEQlDNo- 32) 


H- 


Ser- 


Ala- 


Abu- 


Arg- 


Asn- 


Leu- 


Phe- 


Gty 


-NH2 


(SEQlDNo 33) 



Claim 16 (Currently Amended) A peptide consisT^o fth^forrnula4fe 
X1X2X3RX+LX5F (formula II) (SEQ ID No. 2) 

wherein Xi 7 X 3 , X4 and X5 may bo any are each a natural or unnatural amino acid and X2 
is serine or alanine ; and variants th e r e of: 

Claim 17 (Previously Presented) A peptide according to claim 16, wherein X, is 
selected from isoleucine and glycine. 

Claim 18 (Previously Presented) A peptide according to claim 16 7 wherein X ( and X 4 
are both basic amino acid residues and X3 is a basic or polar residue. 

Claim 19 (Previously Presented) A peptide according to claim 1 8, wherein X t is 
histidine and X* is arginine, and X3 is lysine or cysteine. 
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riaim 20 (Currently Amended) A peptide consisting of&e formula; 
X l X 2 X 3 RX 4 LX 5 F (SEQlONo.2) 

wherein X h X 3> X* and X 5 ™ » y nny afe each a natural or unimturaLa mino add and X 2 
is serine or alanine , and variants thor e of, wherein the peptide is modified by attoaat ono 

(a) modified by d eletio n, - addition or substitution of one or more amino acid 
residuesr&*%yi 

( h) modified by s ubstitution of one or more natural amino acid residues by the 
corresponding D-stereomer i or by a non natural amino ooid rosiduoX^e& eHtieal- 
ctorivQtivas of the peptides, 

(e) a cyclic peptid es derived from tho poptidofl - or from the poptid e derivativ es , 

dual poptidoa, roultimors of tho peptides and any of said peptides in the P - st e reom e r 

Of 

(h) modified by reversing t he order of the fmal two residues at the C-terminal end 

aro rcvor^od; 

(i\ any combination of (a)-(h). 

r\a\rn n (Currently amended) A peptide consisting o f rhejbnnula; 
XiXiXaRX^LXsF (SEQ ID No, 2) 

wherein Xt^X&^ k and X$ may bo amino acid and Xa ia oarino or alanine; and variants 
th e r e of, wh e r a i a: 

(a) Xj is deleted or is aay a natural or unnatural a mino acid, 

(b) Xo is serine or alanine or a straight or branched chain amino acid, 

(c) X 3 is a basic araino ac * d ° r sratifito c toin aliphatic amino acid, 

(d) R is unchanged or conservatively substituted (by abasic amino acids), 
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(c) X4 is mtm ^ Mid that is capable of providing at least one site for 
participating in hydrogen bonding, 

(f) L is unchanged or conservatively substituted, 

(g) X5 is natural or unnatural a mino acid, or 

(b) F is unchanged or substituted by a»y anaromatic amino acid- 
Claim 22 (Currently Amended) A peptide consisting of ^formula; 

XiXaXaRX^UCsF (SEQ ID No. 2), 

wherein 

(a) X x is hiatidins, deleted or roplac e d by is_a natural or unnatural amino acid 
residue Md\ op alonino, 3 p> ridylalanino (Pya), 3 ihionylalanino (Thi), homocoriiM (Hso), 
phenylalanines, or diaminobutyrifl -a oid (Dab) , 

(b) X 2 is alanino, or an pltumQtivB anarural or unnatural amino acid residue 
having a - smaller or fllightly larger ^aromatic or aliphatic side chai ttrsuch aa glycine 
aminobutyric acid (Abu), norvalino ftfrn), 1 butylglyoinoCDug), valine, iaoloucine, 
ph onylglyoino (PhgJ or phenylalanine , 

(c) X 3 is lyoino or either a basic residue such oq orginin e ^ or an uncharged 
natural or unnatural amino acid residu e, - auoh qg norleucino (Nle), aminobmyrio acid 
0\bu) or louuino , 

(d) arginine is replaced by oithor a basic residu e auoh oa lyoin e a or an 
uncharged natural or unnatural amino acid residue , auoh ao oiuullino (Cit), homoaerino, 
hiotidine, noriouoino (Nle J or glutomin e 7 

(e) X4 is arginino Qf a natural or unnatural amino acid residue,-s uch as 
aoporagine, proline, serine, ajnino i sobutyric acid (Aib) or Goroopin e (Sar) , or an amino 
acid residue capable of forming a cyclic linkage auoh as lycino - of ornithin e, 

(f) leucine is replaced with a natural or unnatural amino acid residue having a 
slightly larg e r -an aromatic or aliphatic side chain , imoh aa norlQUcmo r Rorvalin e , 
oyolohoxylolanino (Cha), ph e nylalanine or 1 naphthylalonino UNa l), 
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^ x 5 is iuuliMitiim u. nn nlmnffltiw or unnatural amino acid residue 

having uJliflWytoflW aa. aromatic or aliphatic side chain, juUiuuuuiluuLU^nrmnilifin, 
^ol o Uui^uai U mi L ( Chi ), ph uuj tolw iinn n T 1 nuyLihylatoninP (iN n t), 

(h) phenylalanine is replaced with a natural or unnatural amino acid-ssetHis 
t wwm, o ^lGho^/lQ l nn i i^ (Cho), bomop l mujlalpoiop q fn f), tyrosine, ptn» - 
flwm i pUuuylolonino (pFPho), mote flii n r r^ honyldanino (rnFPho), □ryptophcm, 1 ■ 
i tapU dij lalanino (lN nl ), 2 iiapltthyltuaniuo (2Nal), biphonylolmuua (Dip) or (Ti o J, 

(i) X 5 and the terminal phenylalanine residue are reversed, or 

(j) the peptide is in cyclic form by the formation of a linkage between the side 
chain of 3d and the C-tenninus residue. 

Claim 2a (Previously Presented) A peptide according to claim 16, wherein X 2 is 
alanine. 

rjflim 24 (Previously Presented) A peptide according to claim 16, wherein X 5 is 
isoleucine 

Claim 2S (Currently Amended) A peptide according to claim 20, selected from 
the group consisting of: 



HSKRRLIF 




(S£Q ID No. 34) 












HAKRRLIF 




(SEQ ID No. 35) 












HSKRRLFG 




(SEQ ID No. 36) 












HAKRRLFG 




(SEQ ID No. 37) 












KACRRLFG 




(SEQ ID No. 38) 












KACRRLIF 




(SEQ ID No. 39} 












XI 


X2 


X3 


R X4 


L 


X5 


F 






H- His- 


Ala- 


Lys- 


Arg- Arg- 


Leu- 


lie- 


Phc 


-NH2 


(SEQ ID No. 28) 


H- Ala- 


Ala- 


Lys- 


Arg- Arg- 


Leu* 


lie- 


Pte 


-Nh2 


(SEQ ID No. 40) 


H- 


Ala- 


Lys- 


Arg- Arg- 


LcU- 


lle- 


Phe 


-NH2 


(SEQ ID No. 41) 


H- Pya- 


Ala- 


Lys- 


Arg- Arg- 


Leu- 


lle- 


Phe 


-NH2 


(SEQ ID No. 42) 
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H- 


Thi- 


Ala- 


Lys- 


Arg- 


Arg- 


Lcu- 


H- 


Hse- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


Phe- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


Dab- 


Ato- 


Lys- 


Arg- 


Arg- 


Lfru- 


H- 


His- 


Gly- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Abu- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Nva- 


Lys- 


Arg- 


Arg- 


Lcu- 


H- 


His- 


Bug- 


Ly$- 


Arg- 


Arg- 


L*?u- 


H- 


His- 


Val- 


Lys- 


Arg- 


teg- 


Leu- 


H- 


His- 


Ik- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Phg- 


Lys- 


Arg- 


Axg- 


Leu' 


H- 


His- 


Phe- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


his- 


Ala- 


Ala- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Nle- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


A£u- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Leu- 


Arg- 


Arg- 


Leu- 


H- 


His- 


AJa- 


Arg- 


Arg- 


Afg- 


Leu- 




HH- 


Ala- 


Lys- 


Ak- 


Arg- 


Leu- 


H- 


His- 


Ata- 


Lys- 


Cil- 


ATg- 


Leu- 


H- 


Hw- 


Ala- 


Lys- 


Hse- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


His- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Nle- 


Arg- 


Leu- 


H- 


His- 


AU- 


Lys- 


GlBr 


Arg- 


Leu- 


H- 


His- 


A]a- 


Lys- 


Lys- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Ala- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Asn- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg~ 


Pro- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Ser- 


Lcu- 


H- 


His^ 


Ala- 


Lys- 


Arg- 


Aib- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Sur- 


Leu- 


H- 


His- 


Ato- 


Lys- 


Arg- 


Cit- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Ala- 


H- 


His^ 


Ala- 


Lys- 


Arg- 


Arg- 


!eu- 




His- 


Ala- 


Lys- 


Arg- 


Arg- 


Ik- 


H- 


His- 


Aja- 


Lys- 


Arg- 


Arg- 


Val- 


H- 


His- 


Aia- 


Lys- 


Arg- 


Arg- 


Nle- 


H- 


His- 


Aia- 


Lys- 


Alg- 


Axg- 


Nva- 


H- 


His- 


Ah- 


Lys- 


Arg- 


Arg- 


Cha- 


H- 


■ His- 


Ala- 


Lys- 


Arg- 


Arg- 


Pbe^ 




His- 


A!a- 


Lys- 


Arg- 


Arg- 


INap 
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He- 


Pbe 




lle- 


Pbe 




ne- 


Phe 




lie- 


Phe 




He- 


Phe 


-NH2 (2>LQ 1U JNo. 4 1) 


lle- 


Pbe 


-NH2 (SEQ li> fSO- 4ft) 


ne- 


Pbe 


-NH2 (SEQ ID No. 4^) 


1k- 


Phc 


-MH2 (SEQ IP No. 50) 


lle- 


Pbe 


-NH2 (SEQ ID No. 51) 


Ile- 


phc 


-NH2 (SEQ ID No. 52) 


Ilc- 


Phc 


-NH2 (SEQ ID No. 53 ) 


Ue- 


Phe 


-NH2 (SEQ ID No. 54) 


lle- 


Pbe 


-NH2 (SEQ ID No, 56) 


lle- 


Phe 


-NH2 (SEQ ID No, 57) 


I!c- 


Pht 


-NH2 (SEQ ID No. 58) 


He- 


Phe 


-NH2 (SEQ ID No. 59) 


Tk- 


Phe 


-NH2 (SEQ IP No. 60) 


1k- 


Phe 


-NH2 (SEQ ID No- 61) 


Ik- 


Phe 


-NH2 (SEQ ID No. 62) 


Ilc- 


Phe 


-NH2 (SEQ ID No. 63) 


Ik- 


Phe 


-NH2 (SEQ ID No, 64) 


Ik- 


Phe 


-NH2 (SEQ ID No. 65) 


1k- 


Phe 


-MH2 (SEQ ID No. 66) 


Ik- 


Phe 


-NH2 (SEQ ID No, 67) 


Ile- 


Phe 


-NH2 (SEQ ID No. 6H) 


Ile- 


Phe 


-NH2 (SEQ ID No. 69) 


Ik- 


Phe 


-NH2 (SEQ IP NO- 70) 


Ile- 


Pbe 


-NH2 (SEQ ID No 71) 


Ue- 


Phc 


-NH2 (SEQ ID No. 72) 


Ue- 


Phc 


-NH2 (SEQ tO No, 73) 


Ik- 


Phe 


-NH2 (SEQ ID No. 74) 


Ile- 


Pbe 


-NH2 (SEQ ID No 76) 


lle- 


Pbe 


-NH2 (SEQ ID No. 77) 


Ue- 


Phe 


-NH2 (SEQ ID No. 78) 


lle- 


Phe 


-NH2 (SEQ ID No 79 ) 


1k- 


Phe 


-NH2 (SEQ ID No. 80) 


Ik- 


Phe 


-NH2 (SEQ ID No. 81) 


[1c- 


Phe 


-NH2 (SEQ ID No. 82) 


He- 


Phc 


-NH2 (SEQ ID No. 83) 


- Ik- 


Phe 


-NH2 (SEQ ID No. 84) 
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H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Lcu- 


H- 


Hls- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Alft- 


Lys- 


Arg- 


Arg- 


l^eu- 


li- 


His- 


Ala- 


Lys- 


ATg- 


ATg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


AJg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Ajg- 


Arg- 


Leu- 




H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


H- 


Hb- 


Ala- 


Lys- 


Arg- 


Arg- 


Lcu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 
*i 


Hi5- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


n- 


ms- 






Arg- 


Arg- 


Leu- 


H- 


His- 


A Ia 

Ala- 


Lys- 


A rO. 
Alg" 


Aru- 


Leu~ 


H- 


His- 


Aia- 


Lys- 


Axg- 


Arg- 


Leu- 


H- 


His- 


Aia- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


ATg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


Hw- 


A)a- 


Lys- 


Ajrg- 


Arg- 


Leu- 


M 

n- 




A I'A 




Ara 




Lcu 


14 


Hi* 


Ala 


I VS 


Arg 


Arg 


Leu 


H- 
** 


His 


So: 


Lvs 


Ara 


Arg 


Leu 


H- 


His 


Scr 


Lys 


Arg 


Aig 


Leu 


H- 


His 


Ala 


L>* 


Arg 


Arg 


Leu 


H- 


His 


Ala 


Lys 


Arg 


Arg 


Leu 


H- 


His 


Ser 


Lys 


Arg 


Arg 


Leu 


H- 


His 


Ser 


Lys 


Arg 


Arg 


Leu 


H- 


His 


Ala 


tys 


Arg 


Arg 


Leu 


H- 


His 




Lys 


Arg 




Leu 


VI- 


His 


Ala 


Lvs 


Arft 


Are 


Leu 




His 


Ser 


Lvs 




Axg 


Leu 


a- 


Ala- 


Ala- 


Abu- 


Arg- 


Arg- 


Leu- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


C«- 


Leu- 




Ata- 


Ala- 


Lys- 


ATg- 


Arg- 


Leu- 


H- 


Ala- 


Ala- 


Abu- 


Arg- 


Ser- 


Leu- 


H- 


Ala- 


Ala- 


Lys- 


Gln- 


Arg- 


Leu- 


H- 


■ Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


H- 


■ Cly- 


Ala~ 


Lys- 


Arg- 


Arg- 


L^u- 


H- 


Ala- 


Ala- 


Uys- 


hArg 


- Arg- 


Leu- 
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Ala- 


Phe 


-NH2 (SEQ IP NO- 83; 


LeU- 


Phe 




Va}- 


Phe 


-NH2 (SEQ ID No. a/) 


Nle- 


Phe 


-NH2 (SEQ ID No. 88) 


Nva- 


Pbe 


-NH2 (SEQ ID No. 89) 


Cha- 


Phe 


-NH2 (SEQ ID No 90) 


Phc- 


Phe 


-NH2 (SEQ ID No. °1) 


Wap- 


Phe 


-NH2 (SEQ ID No. 92) 


Leu- 


Phe 


-NH2 (SEQ ID No ^3) 


lie- 


Leu 


-NH2 (SEQlDNo 95) 


\W 


Cha 


-NH2 (SEQ ID No. 96) 


Ilc- 


Hof 


-NH2 (SEQlDNo 97) 


He- 


Tyr 


-NH2 (SEQIDN0.9S) 


Ue- 


pfPhc 


-NH2 (SEQ ID No. 99) 


Ue- 


raFPhe 


-NH2 (SEQ ID No. 100) 


Ue- 


Tro 


-NH2 (SEQ ID No. 101) 


He- 




-NH2 (SEQ ID No. 102) 


lle- 


2Nap 




ne- 


Lys 


-NH2 (SEQ ID No. IU4) 


Ue- 


Tit: 


-NH2 (SEQlDNo. 105) 


lle 


L-Pse 


OH (SEQ ID No. 106) 


Ik 


D-Pse 


OH (SEQ ID No. 107) 


Ue 


L-Pse 


OH (SEQlDNo. 108) 


lie 


D-Pse 


OH (SEQ ID No. 109) 


lie 


L-Psa 


OH (acQ ID No \ lu) 




D-Psa 


OH ^Ffi m "No 1111 


ut- 




OH (SEQ ID No. 112) 


ile 


D-Psa 


OH (SEQ ID No. 1 13) 


Ik 


Ohp 


OH (SEQ ID No. 114) 


lie 


Dhp 


OH (SEQ ID No. 115) 


Ik 


Pheol 


(SEQ ID No. 116) 


Ue 


Phcol 


(SEQ ID No. 117) 


Ik- 


pFPhe 


-NH2 (SEQlDNo, U8) 


He- 


pFPhe 


-NH2 (SEQlDNo 119) 


ll^ 


pFPhr 


-NH2 (SEQlDNo. 120) 


Ala- 


pFPhe 


-NH2 (SEQlDNo 121) 


lle- 


pFPhe 


-NH2 (SEQ ID No. 122) 


lle- 


pFPhe 


-NH2 (SEQlDNo 123) 


lle- 


pFPhe 


-NH2 (SEQlDNo. 124) 


ile- 


pFPhe 


-NH2 (SEQlDNo. 125) 


He- 


pFPhe 


-NH2 (SEQlDNo. 126) 
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•J* 


Ala- 


Aja- 


Lys- 




Axg- 


14. 


Ala - 


Ala- 


Lys- 


Use- 


Arg- 


rt" 


Al»- 


Ala- 


Lvs- 


Arg- 


Lys- 


n- 




A la- 


Lvs- 


Arg- 


Om- 


n- 




Ala - 


Lys- 


Arg- 


Glu- 


"LT 

rt- 


Ala- 
Ala" 


Ala- 


Lvs- 


Arg- 


Hsc- 


"H- 

n 


Ala- 


Ala- 


Lvs- 


Arg- 


Thr- 


H- 


Aia- 








Nva- 


H- 


Ala- 






Aig- 


Arg- 




Ala - 




Lvs- 


Arg- 


Arg- 


H- 




A1a» 


Lvs- 


Arg- 


Arg- 






Ala- 


LvS- 


Arg" 


Arg- 


n- 


Ala- 


Ala- 


Lvs- 


Axg- 


AJg- 






Ala- 


Lvs- 




Arg- 


14- 




Ala- 


Lvs- 


Ara- 


Arg- 


LI 

** 




Ala- 


Lvs- 


Ara- 


Arg- 


H- 


Ala- 


Aja- 


LVS- 


Arg- 


Arg- 




Ala- 
lia 


Ala- 


Lvs- 


Arg- 


Arg- 


ri" 


Ala- 


Ala- 


Lvs- 


Arg- 


Arg- 


H- 

n 


Ala- 
lia 


Ala- 


w j 


Arg- 


Arg- 






Ala- 


Lvs- 


Arg- 


Arg- 


n 


Ala- 


Ala- 




Atk^ 

" a 


Arg- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


H- 


Ala- 


Ala~ 


Lys- 


AJg- 


Arg- 


H- 


Ala- 


Ala- 


Lvs- 


Ara- 


Arg- 


H- 


Ala- 


Ala- 


Lvs- 


Asg- 


Arg- 


H- 


Aia- 


Ala- 


Lys- 


Alg- 


Arg- 


H- 


Ala- 


Ala- 


Lys- 


Arg« 


Arg- 


H- 
** 


Ala- 


Ala- 


Lys- 
•> 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


Ll 


Ala. 


Ala- 






Ai'g-' 


H- 


Ala- 


Ala- 


iys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


Uys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


tys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


lys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


H- 


Ala- 


Ala- 


J-ys- 


Arg- 


Arg- 
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Art Unix: 1635 


Leu- 


Ti- 
ne 


nFPhe 


-NH2 (Sty lu Mo. iz/j 


Leu- 






-NH2 (.SEQ IP NO- i^e; 


Leu- 


lle- 


pFPhc 


-NH2 (SEQ IP No. Uvj 


Leu- 


He- 


pfPhc 


-NH2 tSLQ ID No. I jUJ 


Lcu- 




pfPhe 


-NH2 (SECJ 1JJ No. pi j 






pFPhe 


-NH2 IS£Q IP No. l-s-^J 


Leu- 


Ik- 


pFPlxe 




Leu- 






-MH2 {S£C2 iP No. 


Phg- 


lic- 


pr rue 


-NH2 (SEQ ID no. 1 35) 


Met- 


11a 


pr rllv 


-NH2 (SEQ ID No, 136) 


Ala- 


iie- 


prr *ic 


-NH2 (SEQ ID No. 137) 


Uof- 


rip. 


pjr* lie 


-NH2 (SEQ ID No. 138) 


hLeu- 




DFPbe 

jjv rut 


-NH2 (SEQ ID NO. 139) 


allc- 






-NH2 (SEQ ID No. 1 4Q) 


Lcu- 


Olv- 


oFPhe 


-NH2 (SEQ ID No. 141) 


Ltfu- 


pAia 


oFPhe 


-NH2 (SEQ ID NO. 142) 


Ueu- 


PHp- 
riig 


pFPhe 


-NH2 (SEQ ID No .) 43) 


Leu- 


Aih- 


pFPhe 


-NH2 (SEQ ID No. 144) 


Leu- 




pFPhe 


-NH2 (SPQ ID No. 145) 


Leu- 


rTQ m 


nFPh** 


(SEQ ID No. 146) 


Leu- 




pFPht 


-NH2 (SEQ ID No, 147) 


Leu- 


bcr- 


prriw 


-NH2 (SEQ ID No. 148) 


Leu- 


A Qrv- 


pFPhn 


-NH2 (SEQ (D No 149) 


Leu- 


Asn- 


pFPhe 


-NH2 (SEQ ID No 150) 


Uu- 


pFPhe^ 


■ Phcr 


-NH2 (SEQ ID No. 151) 


Leu- 


diCiPht 




-NH2 (SEQ ID No. 152) 


Leu- 




- Phe 


-NH2 (SEQ ID No. 153) 


Lea- 


roOPnc Phe 


-NH2 (SEQ ID No. 154) 


Lcu- 


oClPhe 


- Phe 


-NH2 (SEQ ID No 155) 


Lcu- 


plPhe- 


Phe 


-NH2 (SEQ ID No. 156) 


Leu- 


TyrMc- 


■ Phe 


-NH2 (SEQ ID No. 1 57) 


Leu- 


Thi- 


Phe 


-NH2 (SEQ ID No. 158) 


Leu- 


Pya- 


Phe 


-NH3 (SEQ ID No 159) 


Leu- 


Ik- 


dtCiPn? 


-NH2 (SEQ ID No. 160) 


Leu- 


Ik- 




-NIi2 (SEQ ID No. ]6!) 


Lt?u- 


lle- 


mClPht 


-NH2 (SEQ ID No. 162) 


Leu- 


Ue- 


oCIFhc 


-NH2 (SEQ ID No. J 63) 


Leu- 


Ile- 


Phg 


-NH2 (SEQ ID No. 164) 


Leu- 


ile- 


lyrNic 


-NH2 (SEQ ID No. 165) 


Leu- 


Ile- 


Thi 


-NH2 (SEQ ID No 166) 
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H- Ate- Ala- Lys- Arg- Arg- Uu- 
H- Ala- Ala- tys- Arg- Arg- Leu- 



lie- 
Ile- 



Pya 
Inc 



-NH2 (SSQIPNo 167) 
-NH2 (SEQ ID No. 168) 



and the cyclic peptides: 

5,8-cyclt>-[H-His-Ala-Ly^Arg-l-ys-Uii-P^-GJy] 

5,8-cyclo-iH-His-Ala-Lys-AXg-Om-Leu-Fhe-Gly] 



(SEQ ID No 169) 
(SEQ ID No. 170) 



Claim 26 (Withdrawn) A peptide of the formula HI or IV; 

H'X 2 JCR,R 2 L'X 5 F (formula III) (SEQ ID No. 3) or H'X 2 K%R2L'FX 5 (formula IV) 

(SEQ 10 No. 189) 

or a variant thereof, wherein 

H' is nothing, His, D-His, Ala, Thi, flse, Phe, or Dab; 

X 2 is Ala, Ser ? Abu* Val; 

K T i* Lys, Arg, or Abu; 

Ri is Arg, Lys, or Gin; and 

R 2 is Arg, forms a cyclic peptide with the C-ienninal residue, Ser, or Cit; 

L' is Leu or lie; 

X 5 is Ile s Leu, Gly, or Ala; and 

F' i* Phe s para-fiuoroPhe, raeta-fluoroPhe, L-Psa, 2-Nap 3 Dhp, or D-Psa. 
Claim 27 (Withdrawn) A peptide according to claim 26, wherein X 2 is alanine. 
Claim 28 (Withdrawn)A peptide according to claim 26, wherein X 5 isoleucine. 

Clajro 29 (Withdrawn) A peptide according to claim 26 of the formula IV 
H'XzK'R^LT'XsCSEQ IP No. 189). 

Claim 30 (Withdrawn) The peptide of claim 26, wherein the peptide is in cyclic form by 
virtue of a linkage between the C-terminal residue and the residue 3 upstream to it. 

Claim 31 (Withdrawn) A peptide according to claim 30 , wherein X 2 is Ah and X 5 is 
He. 
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Claim 32 (Withdraw) A peptide according to claim 26, F is para-fluoro-Phe and H' is 
Ala or nothing. 

Claim 33 (Withdrawn) The peptide of claim 26, wherein K 7 is Abu; R, is Gin; R 2 is Cix 
or Ser; and Xa is Ala. 

Claim 34 (Withdrawn) A peptide according to claim 26 selected from the group 
consisting of: 



H- 


his- 


Ala- 


Lys- 


Arg- 


Arg- 


Uu- 


Ilc- 


Phe 


-NH2 


(^SEQ n? NO. 17 1; 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


Lcu- 


Ite- 


Phe 


-NH2 


(Shvj I4J wo. i //; 


H- 


Ala- 


Lys- 


Arg- 


Aig- 


Lcu- 


Jle- 


Phe 


-NH2 


(SbQ IP NO. 1 tj) 


H- 


Thi- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


Ile- 


Ph* 


-T^H2 


(SEQ ID No- U4) 


H- 


Hse- 


Ala- 


Lys- 


AXg- 


Arg- 


Leu- 


lie- 


Phe 




(SEQiDNu. 175) 


H- 


Phc- 


Ala- 


Ly&- 


Arg- 


Arg- 


Uu- 


lle- 


Phe 


-NH2 


(SEQ IP No. 176) 


H- 


Dab- 


Ala- 


Ly>- 


Arg- 


Arg- 


J-eu- 


ile- 


Phe 


-NH2 


(SEQ ID No. 177) 


H- 


His- 


Abti- 


Lys- 


Arg- 


ATg- 


Leu- 


lle- 


Phe 


-NH2 


(SEQ ID No. 178) 


H- 


His- 


Val- 


Lys- 


Arg- 


Arg- 


Leu- 


Ue- 


Phe 


-NH2 


(SEQ ID No. 179) 


H- 


His- 


Ala- 


Arg- 


Arg- 


Arg- 


Leu- 


tltr- 


Phe 


-NH2 


(SEQ ID No. 180) 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 




Ue- 


Phe 


-NH2 


(SEQ ID No. 181) 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


U?u- 


Leu- 


Phe 


-NH2 


(SEQ ID No. 182) 


H- 


His- 


Ala- 


Lys- 


Arg- 


Arg- 


Leu- 


Ile- 


pFPhc 


-NH2 


(SEQ ID No, 99) 


a- 


tfis- 


AJa- 


Lys- 


Arg- 


Arg- 


Leu- 


IW- 


2Nap 


-NH2 


(SEQ IP No 103) 


H- 


His 


Ala 


Lys 


Aig 


Alg 


Leu 


Ue 


D-Psa 


OH 


(SEQ ID No. 116) 


H- 


His 


Ser 


Lys 


Arg 


Mg 


Leu 


lie 


Dhp 


OH 


(SEQ ID No. 117) 


H- 


Ala- 


Ala- 


Abu- 


Arg- 


Arg- 


Leu~ 


lle- 


pFPhe 


-MH2 


(SEQ ID No. 118) 


H- 


Ate- 


Ala- 


Lys- 


Arg- 


Arg- 


teu- 


lle* 


pfPhe 


-NH2 


(SEQ ID No. 119) 


H- 


Al9- 


Ala- 


Lys- 


Arg- 


Cit- 


Leu- 


Jle- 


pFPhe -NH2 


(SEQ ID No. 120) 


H- 


Ala- 


Ala- 


Lys- 


Arg- 


Arg- 


Uu- 


Ala- 


pFPhe 


-NH2 


(SEQ ID No. 121) 


H- 


Ala- 


Ala- 


Abu- 


Arg- 


fier- 


Leu- 


1^ 


pFPDc 


-NH2 


(SEQ ID No. 122) 


h- 


Ala- 


Ala- 


l-ys- 


Gln- 


Axg- 


Leu- 


Uc- 


pFPhe 


-NH2 


(SEQ ID No. 123) 




H- 


Ala- 


Lys~ 


Arg- 


Arg- 


Leu- 


lle- 


pFPhe 


-NH2 


(SEQ ID No J S3) 
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Claim 3S (Withdrawn) An assay for identifying Candida* substances capable of binding 
to a cyclin associated with a Gl control COK enzyme and/or inhibition of said enzyme, 
comprising; 

(a) bringing into contact i) a P 21 derived peptide as defined in claim 1, ii) said cyclin 
portion thereof or cyclin groove, iii) said CDK or portion thereof and iv) said 

andidate substance, under conditions wherein, in the absence of the candidate substance 
being an inhibitor of the cyclin/CDK interaction, the p21 derived peptide would bind to 
said cyclin or protion thereof or cyclin groove, and 

(b) monitoring any change in the expected binding of the p21 derived peptide and the 
cyclin or portion thereof or cyclin groove. 

Claim 36 (Withdrawn) An assay for the identification of compounds that interact with a 
cyclin or a cyclin when complexed with the physiologically relevant COK, comprising; 
(a) incubating a candidate compound and peptide of formula I; 
X,X 2 X3RX»LXsf (formula II) (SEQ ID No. 2) 

wherein Xi, X 3 , X* and X s may be any amino acid and X 2 is serine or alanine; and 
variants thereof or a peptide of the formula 111 or IV: 

H'XWRiR^L'X'sf " (fonnulalll) (SEQ ID No. 3) or 

H'X' 2 K'RiR2L'F'X' 5 (formula IV) (SEQ ID No. 189) or a variant thereof, 

wherein 

H' is His, nothing, D-His, Ala, Thi, Hse, Phe, or Dab; 
X' 2 isAla, Ser,Abu,VaU 
IT is Lys, Arg, or Abu; 
Ri is Arg, Lys, or Gin; and 

R 2 is Arg, forms a cyclic peptide with the C-terminal residue, Ser, or Cit; 

L' is Leu or lie; 

X' 3 is lie, Leu, Gly, or Ala; 

F* is Phe, para-fluoroPhe, meia-fluoroPhe, L-Psa, 2-Nap,Dhp, or D-Psa. 
and a cyclin or cyclin/CDK complex; 

(b) detecting binding of either the candidate compound or the peptide of formula II or III 
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with cyclin. 

Claim 37 (Withdrawn) An assay for candidate compounds That interact with a cyclin by virtue 
of forming associations with at least the amino acids corresponding to the cyclin A amino 
acids L253, 1206 and R211. 

Claim 38 (Withdrawn) An assay according to claim 37, wherein the candidate compound 
additionally forms associations with at least one of the amino acids corresponding to the 
cyclin A amino acids E223, E224, D2S4, D283, L253, 1206 and R2U- 

Claim 39 (Withdrawn) An assay according to claim 37, wherein the candidate 
additionally forms associations with at least one of the amino acids corresponding to the 
cyclin A amino acids W217, V219. V221. S408, E4U, Y225, 1213, 1.214, G257, R250, 
Q254,T207andL214. 

Claim 40 (Withdrawn) An assay according to claim 37, wherein the \ 
candidate compound additionally forms associations with at least one of the amino acids 
corresponding to the cyclin A amino acids G222, Y225, 1281, £223, E220, V279, A212, 
V215, U18, Q406, S408, M210. L253, 1218, 1239, V256 and M200. 

Claim 41 (Withdrawn) An assay according to claim 35, wherein the cyclin is selected 
from cyclin A, cyclin E or cyclin P. 

CJaim42 (Withdrawn) An assay according to claim 41 wherein the cyclin is cyclin A. 

Claim 43 (Withdrawn) An assay according to claim 35, comprising use of a three 
dimensional model of a cyclin and a candidate compound. 

Claim 44 ^ (Withdrawn) An assay according to claim 35, wherein at least one of the assay 
components is bound to a solid phase. 
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r |fl im4S (Withdrawn) An assay according to claim 44, wherein The P 21 derived peptide 
is labeled such as to emit a signal when bound to said cyclin. 

Claim 46 (Withdrawn) An assay according to claim 44, wherein the cyclin is labeled 
such as to emit a signal when bound to The P 21 derived peptide. 

Claim 4? (Withdrawn) An assay according to claim 45, wherein one of the assay 
components is labeled with a fluorescence emitter and the signal is detected using 
fluorescence polarisation techniques. 

qaim 48 (Withdrawn) A method of using a cyclin in a drug screening assay 
comprising. 

(a) selecting a candidate compound by performing rational drug design with a three- 
dimensional model of said cyclin, wherein said selecting is performed in conjunction 
with computer modeling; 

(b) contacting the candidate compound with the cyclin; and 

(c) detecting the binding affinity of the candidate compound for the cyclin groove; 
wherein a potential drug is selected on the basis of its having a greater affinity for the 
cyclin groove than that of a peptide of formula 11; 

X,X 2 X3RX4LX 3 F (formula II) (SEQ IP No. 2) 
wherein Xj, X 3 , X4 and X s may be any amino acid and X 2 is serine or alanine; and 
variants thereof or a peptide of formula III or IV: 

H'X' 2 K'RiR 2 l/X' 5 F' (formula HI) (SEQ ID No. 3) or 
H'X'zK'Ri&L'F'X's (formula IV) (SEQ ID No.l 89) or a variant thereof, 

wherein 

H' is His, nothing, D-His, Ala, Thi, Hse, Phe, or Dab; 
X' 2 is Ala, Ser, Abu, Val; 
IC is Lys, Arg. or Abu; 
Ri is Arg, Lys, or Gin; and 

R 2 is Arg, forms a cyclic peptide with the C-terminal residue, Ser, or Cit; 
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V is Leu or He; 

X's is He, Uu, Gly, or Ala; 

F' is Phe, para-fluoroFhe, meta-fluoroPhe, L-Psa, 2-Nap,Dhp ? or D-Psa. 

Cfeim49 (Withdrawn) A method of using a cyclin in a drug screening assay 
comprising: 

(a) selecting a candidate compound by performing rational drug design with a three- 
dimensional model of said cyclin, wherein said selecting is performed in conjunction 
with computer modeling; 

(b) contacting the candidate compound with the cyclin; and 

(c) detecting whether said the candidate compound forms associations with at least 
the amino acids corresponding to the cyclin A amino acids L253, 1206 and R21 1 . 

Claim 50 (Withdrawn) A method according to claim 49, further comprising detection of 
whether the candidate compound additionally forms associations with at least one of the 
amino acids corresponding to the cyclin A amino acids E223, E224, £284, 0283 ? L253, 
1206 andR211. 

Claim 51 (Withdrawn) A method according to claim 50, further comprising detection 
of whether the candidate compound additionally forms associations with at least one of 
the amino acids corresponding to the cyclin A amino acids W217, V219, V221, S408, 
E41 1, Y225, 1213, L214, G257, R250, Q254, T207 and 1-214. 

Clajiy 52 (Withdrawn) A method according to claim 50, further comprising detection 
of whether the candidate compound additionally forms associations with at least one of 
the amino acids corresponding to the cyclin A amino acids G222 7 Y225, 1281, E223 7 
E220, V279, A212, V215, L218> Q406, S408, M210 S L253, U18, 1239, V256 and M200. 

Claim 53 (Withdrawn) An assay for identifying candidate substances capable of 
inhibiting CDK in a cell, comprising; 
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(a) contacting a cell comprising a cyclin or portion thereof or cyclin groove, and a 
CDK or portion thereof, with a candidate substance under conditions where, in the 
absence of the candidate substance, the cyclin or porition thereof or cyclin groove and 
CDK or portion thereof would interact, and 

(b) monitoring any change in the activity of the CDK or portion thereof, wherein 
inhibition of CPK activity is indicated by one or more of: GO and/or Gl/S cell cycle 
arrest; cell cycle-related apoptosis; suppression of E2F transcription factor activity; 
hypophosphorylation of cellular pRb; and in vitro anti-proliferative effects. 

Claim 54 (Withdrawn) Use of a peptide defined in claim 1 in the preparation of a 
medicament for use in (a) inhibition of CDK2 or (b) in the treatment of proliferative 
disorders such as cancers and leukaemias where inhibition of CPK2 would be beneficial. 



Claim 55 (New) A peptide according to claim 22, wherein Xi is selected from the group 
consisting of histidine, alanine, 3-pyraldylalanine (Pya), 2-thienyl alanine (Thi), 
horaoserine (Hse), phenylalanine and diaminobutyric acid (Dab). 

Claim 56 (New) A peptide according to claim 22, wherein X 2 is selected from the group 
consisting of alanine, glycine, aminobutyric acid (Abu), norvaline (Nva), t-botylglycine 
(Bug), valine, phenylglycine (Phg) and phenylalanine. 

qajm 57 (New) A peptide according to claim 22, wherein X 3 is selected from the group 
consisting of lysine, arginine, norleucine (Nle), aminobutyric acid (Abu) and leucine. 

Claim 58 (New) A peptide according to claim 22, wherein arginine is replaced by 
lysine, citrulline (Cit), homoserine, histidine, norleucine (Nle) or glutamine. 
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C|^ 59 (New) A peptide according 10 claim 22, wherein X, is selected from the group 
consisting of arginine, asparagines, praline, serine, aminoisobutyric acid (Aib), sarcosine, 
lysine and ornithine. 

Cfom 60 (New) A peptide according to claim 22, wherein leucine is replaced by 
norleucine, norvaline, cyclohexylalanine (Cha), phenylalanine or 1 -napthylaianine 
(INal). 

r|aim *i (New) A peptide according to claim 22, wherein X s is selected from the group 
consisting of isoleucine, norleucine, norvaline, cyclohexylalanine (Cha), phenylalanine 
and 1-napihylalanine (INal). 

Claim 62 (New) A peptide according to claim 22, wherein phenylalanine is replaced by 
leucine, cyclohexylalanine (Cha), homophenylalanine (Hof), tyrosine, para- 
fluorophenylalanine (pFPhe), raeta-flurophenylalanine (mFPhe), tryptophan, i- 
naptbylalanine (INal), 2-napthylalanine (2Nal), biphenyialanine (Bip) or (Tic). 
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